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1. Name of the Medicinal Product 

TachoComb® H 

2. Qualitative and quantitative composition of the active substances 

1 cm^ TachoComb® H fleece contains: 

Human Fibrinogen 5.5 mg 

Human Thrombin 2.0 !U 

Bovine Aprotinin 0.071 Ph. Eur U 

Equine Collagen 2.1 mg 

3. Pharmaceutical form 

Collagen sponge coated with thrombin, fibrinogen and aprotinin 

4. Clinical particulars 

4.1 Therapeutic indications ^ 

For local application only. 

To use as supportive treatment to improve haemostasia 

4.2 Posology and method of administration 
4.2-1 Posology 

The dose is determined by the size and shape of the wound and must be 
individualised by the treating physician. In clinical trials the average dose has 
been 1-2 patches (9.5 cm x 4.8 cm); application of up to 7 patches has been 
reported. For smaller wounds, e.g. in minimal invasive surgery the smaller 
size sheets {4.8cm x 4.8 cm or 3.0 cm x 2.5 cm) are recommended. The 
sheets can be cut to the correct size and shape If too large. Rests of the 
fleece not needed should be discarded. 

4.2.2 Method of administration 

TachoComb® H is used under sterile conditions. Prior to application the 
wound area should be largely cleansed (e.g. from blood, disinfectants and 
other fluids). TachoComb® H is applied locally to the wound surface with the 
yellow tinted side against the wound. After removal of TachoComb® H from 
the sterile package the patch should be premoistened in saline solution and 
then applied immediately to the bleedteg/leaking surface. TachoComb® H 
should then be pressed gently to the wound for 3-5 minutes. The 
TachoComb® H fleece should be used in a way that also 1-2 cm beyond the 
margins of the wound is covered. If more than one sheet is used the sheets 
should overiap. 
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4.3 Contra-mdications 

Strong (arterial and/or venous) bleeding 

Known hypersensitivity to bovine aprotinin or other constituents of the 
product. 

4.4 Special v^arnmgs and special precautions for use 

Only for local application! 



TachoComb® H comes in sterile packa^s and must be handled accordingly. 
Use only flawless packages. Post-sterilisation is not possible. 

As with any protein product, allergic type hypersensitivity reactions are 
possible. If signs of hypersensitivity reactions (see section 4.8) occur^ the 
administration has to be discontinued immediately. 

This product contains bovine protein (aprotinin). Especially after repeated 
application of aprotinin there Is an increase in risk for allergic reactions, 
therefore any use of aprotinin or aprotinin-containing products should be 
documented. 

In case of shock, the current medical standards for shock treatment are to be 
observed. 

Virus Safety: 

When medicinal products prepared from human blood or plasma are 
administered, infectious diseases due to the transmission of infective agents 
cannot be totally excluded. This applies also to pathogens of hitherto 
unknown nature. The risk of transmission of infective agents is however 
reduced by: 

• selection of donors by a medical interview and screening of donations for 
the three major pathogenic viruses HIV, HCV, HBV; 

• testing plasma pools for the absence of HCV genomic material; 

• removal/inactivation procedures incteded in the production process that 
have been validated using model viruses and are considered effective for 
HIV, HCV, HBV. The viral removal/inactivation procedures may be of 
limited value against non-enveloped viruses such as HAV or parvovirus 
819. 

4.5 Interactions with other medicinal products and other forms of 
interactions 

No formal interaction studies have been performed. 

4.6 Pregnancy and lactation 

The safety of TachoComb® H for use in human pregnancy or breastfeeding 
has not been established in controlled clinical trials. Experimental animal 
studies are insufficient to assess the safety with respect to reproduction, 
development of the embryo or foetus, the course of gestation and peri- and 
postnatal development. 

Therefore, TachoComb® H should be administered to pregnant and lactating 
women only if clearly needed. 
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4.7 Effects on ability to drh^e and use machines 

Not applicable (as there is no systemic use). 

4.8 Undesirable effects 

As is also the case with fibrin sealants, hypersensitivity or allergic reactions 
(which may include angtoedema, chills, fever, flushing, generalised urticaria, 
headache, hives, hypotension, lethargy, nausea, restlessness, tachycardia, 
tightness of the chest, tingling, vomiting, wheezing) may also occur in rare 
cases after application of TachoComb® H. In isolated cases, these reactions 
may progress to severe anaphylaxis. Hypersensitivity reactions may 
especially be seen, if the preparation is applied repeatedly or administered to 
patients known to be hypersensitive to bovine proteins or other constituents of 
the product. 

4.9 Overdose 

There fs no experience of overdose. 



5.1 Pharmacodynamic properties 

Pharmaco-therapeutic group: 

Haemostyptics/antihaemorrhagics (ATC code: B02B C) 
Pharmacodynamics 

TachoComb® H contains fibrinogen and thrombin In solid form as a coating on 
the surface of a collagen sponge. At contact with physiological fluids, e.g. 
blood, lymph or physiological saline solution, the components of the coating 
dissolve and partly diffuse into the wound surface. This is followed by the 
fibrinogen-thrombin reaction which initiates the last step of blood coagulation. 
Fibrinogen is converted into fibrin monomers which spontaneously polymerise 
to a fibrin clot. Thereby the collagen sponge is tightly glued to the wound 
surface, resulting in air and liquid tight sealing. The fibrin thus formed is then 
crosslinNed by endogenous factor XIII, creating a firm, mechanically stable 
network with good adhesive properties. Aprotlnin is added to TachoComb® H 
to prevent excessively rapid fibrinolysis. 

5.2 Pharmacokinetic properties 

In animal studies the collagen sheet shows a progressive degradation. 24 
weeks after application only a few remnants were present without any signs of 
local irritation. The fibrin clot is degraded by fibrinolysis and phagocytosis. 
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5.3 Preclinical safety data 

Toxicological properties 

Single dose toxicity studies in different species of animals have shown no 
signs of acute toxic effect. 



6. Pharmaceutical particulars 

6.1 List of excipients S,^ 

Human Albumin, L-Arginine Monohydrochloride. Sodium Chloride, Trisodium 
Citrate, Riboflavine (E 101) to mark the coated side. 

6.2 Incompatibilities 

None. 

6.3 Shelf life 

3 years. 

Once opened, TachoComb*^ H should be used immediately. 

6.4 Special precautions for storage 

TachoComb® H should be stored in refrigerator (2-8''C). 

6.5 Nature and contents of container 

TachoComb® H is packed in a double packaging: 

An outer container consisting of an aluminium-bonded foil sachet 

An inner container (sterile) consisting of a polystyrene blister sealed with a 

peel lacquer-laminated paper. 

Package with 1 sponge of 9.5 cm x 4.8 cm 
Package with 2 sponges of 4.8 cm x 4.8 cm 
Package with 1 sponge of 3.0 cm x 2.5 cm 
Package with 5 sponges of 3.0 cm x 2.5 cm 



7. Marketing Authorisation Holder 

Nycomed Pharma GmbH 
Fraunhoferstrasse 7 
D-B5737 Ismaning b. Munchen 
Phone: (089)96281^0 
Fax: (089)96281-444 

8. Marketing Authorisation Number 

9. Date of first Authorisation / Renewal of the Authorisation 

10. Date of Revision of the Text 
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Summary of Product Characteristics 

1. Name of the medicinal product 

TACHOCOMB absorbable wound dressing 

2. Qualitative and quantitative composition 

1 cm^ of 0.5 cm-thick TachoComb-fleece contains: 
collagen from horse tendons 1.3 -2.0 mg 
coated with: 

human fibrinogen 4.3 - 6.7 mg 

bovine thrombin 1-5 - 2.5 I.U. 

bovine aprotinin 0.055 - 0.087 Ph.Eur.U. 

3. Pharmaceutical form 

coated dry foam fleece 

4. Clinical particulars 

4 1 Therapeutic indications , . , . ^ 

TachoComb should be used in particular in cases where hemorrhages or bihary, lymphatic hquor or 
aerial fistulae cannot be controlled by conventional methods or if the results expected by these 
methods are insufficient. 

TachoComb is suited for the hemostasis and tissue conglutination, especially during surgical 
interventions in parenchymatous organs, as e.g. in the liver, spleen, pancreas, kidneys, lungs, adrends 
^d thyroid gland, lymph nodes; it can also be used to stop hemorrhages during surgical interventions 
in the ENT-region, in gynecology, urology and in the vascular and bone surgery (e.g. taking ot 
spongiosa), traumatology, etc. 

TachoComb can also be used for the prophylactic treatment of lymphatic, biliary liquor fistul^^^^ 
Also air leakages occurring during surgical interventions in the lungs can be sealed with TachoComb. 

4.2 Posoiogy and method of administration 

SosaS depends on the size of the wound to be covered. The TachoComb fleece should be used in a 
way that also 1 - 2 cm beyond the margins of the wound are covered. If more than one fleece is 
Zired to cover the wound, they should be applied to overlap each other. TachoComb can be cut to 
the desired size with sterile scissors before and after it is applied to the wound area. 
Rests of the fleece not needed should be discarded. 

Form of application 

To be applied on surgical wound areas. 

4.3 Contraindications 

Hypersensitivity to the constituents. 

^.?b^:^tS^^^^^^^ t^^:^:^^^. reported for various bo>jne thrombin 
oreoarations - especially after repeated application and/or after application of high doses In such 
Ses whe?e chemical laboratory tests use bovine thrombin to evaluate thrombm time, a distinct 

';tn Stst ?s" Sslg h?m°^" hrombin as a reagent, the thrombin time is usually norma. 
SoComb cl^^^^^^ sterile packages and must be handled accordingly. Use only flawless packages. 
Post-sterilization is not possible. 
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4.5 Interaction with other medicinal products and other forms of interaction 

No formal interaction studies have bee performed. 



4.6 Pregnancy and lactation ... 

Use during pregnancy and lactation period is possible, however, accurate diagnosis is imperative. 

4.7 Effects on ability to drive and use machines 

Not applicable (as there is no systemic use). 

HypS^enSvfty wSkrg^ reactions may occur after application of TachoComb in rare cases. 



4.9 Overdose 
Not applicable. 

5. Pharmacological properties 

5.1 Pharmacodynamic properties 

Pharmaco-therapeutic group: 
Haemostyptics/antihaemorrhagics (ATC: B02B C) 
Sealant (ATC: V03AK) 



TachoComb contains fibrinogen and thrombin in solid form as a coating on the surface of a co lagen 
fleece. At contact with physiological fluids, e.g. blood, lymph or physiological saline solution the 
components of the coating dissolve and partly diffuse into the wound surface. Thi^ is followed by the 
fibrinogen-thrombin reaction which initiates the last step of blood coagulation. Fibrinogen is 
converfed into fibrin monomers which spontaneously polymerise to a flbrm clot^ Thereby the collage^ 
fleece is tightly glued to the wound surface. The fibrin thus formed is then crosslinked by endogenous 
factor XIII, creating a firm, mechanically stable network with good adhesive properties. 

J;^an?mYlTuSs^^^^^^^^^^ 

a few remnants were present without any signs of local irritation. The fibrin clot is degradated by 
fibrinolysis and phagocytosis. 

IfXcf.'" 'i^^^^^^^^ in difTeren, spo=ies of animal, have shown no sign, ot acu« ,oxic effect. 
6. Pharmaceutical particulars 



6.1 List of excipients 
Riboflavin (ElOl) 

6.2 Incompatibilities 

None. 



6.3 Shelf life 

36 months 



6.4 Special precautions for storage 

To be stored at refrigerator temperatures (2 to 8° C). 

6.5 Nature and contents of container _. ^ ^ ., u * 
An outer container consisting of an aluminium-bonded foil sachet 



An inner container (sterile) consisting of a polystyrene blister sealed with a peel lacquer-laminated 
paper. 

1 piece, 5 X 1 and 10 X 1 piece (multi-packages) 
Size of fleece: 9.5 x 4.8 x 0.5 cm 

1 piece, 3 x 1 piece (multi-packages) 
Size of fleece: 2.5 x 3 x 0.5 cm 

2 pieces 

Size of fleece: 4.8 x 4.8 x 0.5 

6.6 Instructions for use and handling u u.. \^^rr^Ur 

TachoComb is used under sterile conditions. Prior to application the wound area should be largely 
cleansed (e.g. from blood, disinfectants and other fluids). 

The coated side (yellow marking) of the collagen fleece is applied to the wound area and Pressed onto 
it for 3 - 5 min When applied to sufficiently wet wounds TachoComb does not need any additional 
wettLg. When appHed to dry wound surfaces TachoComb should be treated before with physiological 
NaCl-solution so to obtain adhesion to the dry wound surfaces. .^^.^t^H flniH^ 

Wetted TachoComb fleeces must be used instantly! It is advisable to remove blood and secreted flm 
from surgical gloves and instruments before the use of TachoComb so that the fleece does not stick to 
them. 

7. Marketing authorisation holder 

Nycomed Austria GmbH, Linz, Austria 

8. Marketing authorisation number 

9. Date of first authorisation/Renewal of the authorisation 

10. Date of revision of the text 



11. Dispensing 




ATTACHMENT C 



This Page is Inserted by IFW Indexing and Scanning 
Operations and is not part of the Official Record 

BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of the original 
documents submitted by the applicant. 

Defects in the images include but are not limited to the items checked: 

□ BLACK BORDERS 

□ IMAGE CUT OFF AT TOP, BOTTOM OR SIDES 

□ FADED TEXT OR DRAWING 

□ BLURRED OR ILLEGIBLE TEXT OR DRAWING 

□ SKEWED/SLANTED IMAGES 

□ COLOR OR BLACK AND WHITE PHOTOGRAPHS 

□ GRAY SCALE DOCUMENTS 

□ LINES OR MARKS ON ORIGINAL DOCUMENT 

□ REFERENCE(S) OR EXHIBIT(S) SUBMITTED ARE POOR QUALITY 

□ OTHER: 

IMAGES ARE BEST AVAILABLE COPY. 
As rescanning these documents will not correct the image 
problems checked, please do not report these problems to 
the IFW Image Problem Mailbox. 



